v a l G. Hemming, S t e p h e n M. Golden (Spon. by G e r a l d W. F i s c h e r ) . D e p a r tment of P e d i a t r i c s , Uniformed S e r v i c e s U n i v e r s i t y , Bethesda, MD.
F i b r i n o n e c t i n s a r e g l y c o p r o t e i n s w i t h i m p o r t a n t b i o l o g i c a l f u n c t i o n s i n h o s t d e f e n s e .
Human plasma f i b r o n e c t i n l e v e l s were a s s a y e d l o n g i t u d i n a l l y i n 22 n o r m a l , low r i s k p r e g n a n t women ( f i r s t and s e c o n d t r i m e s t e r s , d e l i v e r y , 4-8 weeks p o s t p a r t u m , c o r d plasma o n e a c h baby) u t i l i z i n g a r a p i d immunoturbidometric p r o c e d u r e .
T o t a l plasma p r o t e i n l e v e l s were d e t e r m i n e d s i m u lt a n e o u s l y .
M a t e r n a l Plasma F i b r o n e c t i n s / T o t a l P r o t e i n s by T r i m e s t e r 1st 2nd 3 r d D e l i v e r * 2 5 1 . 6 x l 1 . 0 2 4 3 . 4 T 1 4 . 7 2 9 7 . 6 3 7 . 0 315.6 + 2y1.2 ** 7.6 + 0 . 1 7.4 + 0.1 7 . 1 + 0 . 1 7.2 5 0 . 1 W a n f i b r o n e c t i n l e v e l s r o s e s i g n i f i c a n t l y t h r o u g h o u t pregnancy ( p < 0.01) and a t d e l i v e r y m a t e r n a l l e v e l s (315.6 + 21.2) s i gn i f i c a n t l y ( p < 0.01) e x c e e d e d c o r d l e v e l s (137.9 5 11.9). Four t o 8 weeks p o s t p a r t u m f i b r o n e c t i n l e v e l s remained a t d e l i v e r y l e v e l s (309.6 + 11.9) w h i l e t o t a l p r o t e i n l e v e l s had r e t u r n e d t o normal (7.8 + 0.1). No s i g n i f i c a n t e t h n i c d i f f e r e n c e s i n f i b r o n e c t i n l e v e l s were o b s e r v e d d u r i n g pregnancy o r between p o s t p a r t u m l a c t a t i n g and n o n l a c t a t i n g m o t h e r s .
TREATMENT OF MARROW CELLS WITH ANTI-NK CELL ANTISERUM
Jf 967 INCREASES CLONAL GROWTH OR ERYTHROID AND mELoID COLONIES. Susumu I n o u e and J o s e p h Kaplan. Department o f P e d i a t r i c s , Wayne S t a t e U n i v e r s i t y S c h o o l of M e d i c i n e , C h i l d r e n ' s H o s p i t a l of Michigan, D e t r o i t .
To t e s t t h e h y p o t h e s i s t h a t N K c e l l s h a v e a r o l e i n c l o n a l s t e m c e l l growth we performed c l o n a l s t e m c e l l a s s a y s o n normal bone marrow c e l l s ( c e l l s o b t a i n e d from 4 l e u k e m i c c h i l d r e n i n r e m i s s i o n and o f f t r e a t m e n t f o r a t l e a s t 6 m o n t h s ) . Ficoll-Hypaque s e p a r a t e d b o n e marrow c e l l s ( 1 x 1 0~ o r 2 x 1 0~) w e r e i n c u b a t e d i n r a b b i t C' a l o n e ( c o n t r o l ) o r i n r a b b i t C' p l u s monoclonal a n t ihuman N K c e l l a n t i s e r u m HNK-1 (Leu-7) f o r 60 min. A f t e r one wash i n a l p h a medium, c o n t r o l and a n t i s e r u m -t r e a t e d c e l l s were r e s u spended t o a n i d e n t i c a l volume and p l a t e d i n 1% m e t h y l c e l l u l o s e w i t h 2 I . U . of s h e e p e r y t h r o p o i e t i n . 100 117 The HNK-1 t r e a t e d c e l l s c o n s i s t e n t l y formed more e r y t h r o i d and myeloid c o l o n i e s t h a n t h e c e l l s t r e a t e d w i t h C' a l o n e ( c o n t r o l ) .
These f i n d i n g s s t r o n g l y s u g g e s t t h a t removal of bone marrow N K c e l l s i n c r e a s e s t h e p r o l i f e r a t i o n o f b o t h e r y t h r o i d and m y e l o i d p r e c u r s o r s . T h i s is c o n s i s t e n t w i t h t h e view t h a t N K c e l l s e x e r t a p h y s i o l o g i c a l i n h i b i t o r y e f f e c t o n b o t h e r y t h r o i d and myeloid s t e m c e l l p r o l i f e r a t i o n . IMMUNE STATUS OF BLOOD PRODUCT RECIPIENTS. Janine

M S
Bruce L. E v a t t (Spon. by Roger A. Feldman), C e n t e r s f o r D i s e a s e C o n t r o l , A t l a n t a , & C o r n e l l M e d i c a l C e n t e r , New York . Honore, Department of P e d i a t r i c s and M u t t a r t D i a b e t e s R e s e a r c h and T r a i n i n g C e n t r e , and Department of P a t h o l o g y U n i v e r s i t y of A l b e r t a , Edmonton, A l b e r t a . I n s u l i n -d e p e n d e n t d i a b e t e s m e l l i t u s (IDDM) d e v e l o p s s p o n t a ne o u s l y by 80 -120 d a y s of a g e i n a p p r o x i m a t e l y 50% of a n i m a l s from h i g h -r i s k l i n e s o f W i s t a r BioBreeding (BB) r a t s . I n a d d i t i o n , t h e s e r a t s a l s o show s u b c l i n i c a l e v i d e n c e of autoimmunity a g a i n s t s e v e r a l e n d o c r i n e and lymphoid o r g a n s . IDDM d e v e l o p e d i n none (0111) h i g h -r i s k BB r a t s which were t r e a t e d w i t h l o -20 mg/kg/day o f c y c l o s p o r i n b e g i n n i n g a t 42 d a y s of a g e and c o n t i n u e d u n t i l 1 5 1 d a y s of a g e . 50% of sex-matched l
t h e immune a b n o r m a l i t i e s found i n AIDS, l e a d i n g t o s p e c u l a t i o n t h a t many h e m o p h i l i a c s h a v e h a d e x p o s u r e t o t h e AIDS a g e n t t h r o u g h b l o o d p r o d u c t t h e r a p y . We t h e r e f o r e e v a l u a t e d t h e immune s t a t u s of t h r e e g r o u p s of b l o o d p r o d u c t r e c i p i e n t s w i t h o u t AIDS. P e d i a t r i c p a r t i c i p a n t s i n c l u d e d
i t t e r m a t e c o n t r o l s t r e a t e d w i t h t h e o l i v e o i l v e h i c l e f o r t h e same l e n g t h o f t i m e d e v e l o p e d IDDM. H i s t o l o g i c e x a m i n a t i o n of a n i m a l s s a c r i f i c e d a t t h e end of t h e t r e a t m e n t p e r i o d showed a b s e n t t o minimal l y m p h o c y t i c i n f i l t r a t i o n of t h e p a n c r e a t i c i s l e t s and g a s t r i c mucosa, and normal t h y r o i d g l a n d s i n t h e c y c l os p o r i n t r e a t e d a n i m a l s . U n t r e a t e d l i t t e r m a t e s who d e v e l o p e d IDDEI had i n s u l i t i s , a d e c r e a s e d number of i s l e t s , and m i l d t o s e v e r e t h y r o i d i t i s and g a s t r i t i s ; 2 o f t h e c o n t r o l l i t t e r m a t e s who d i d n o t d e v e l o p IDDM a l s o had f o c a l i n s u l i t i s , p e r i -i n s u l i t i s and m o d e r a t e t h y r o i d i t i s and g a s t r i t i s .
We c o n c l u d e t h a t c y c l o s p o r i n c o m p l e t e l y a b r o g a t e s t h e d e v e lopment of c l i n i c a l IDDM, and i n h i b i t s o r a b o l i s h e s lymphocyte m i g r a t i o n t o o r g a n s a g a i n s t which t h e r e i s autoimmunity i n t h i s a n i m a l model o f j u v e n i l e -o n s e t , t y p e 1 d i a b e t e s .
NK ACTIVITY IN HEMOPHILIA AND VON WILLEBRAND DISEASE.
970 L. Jin, 8 . G e r a , R. C l e v e l a n d , D. Murray, E. Romond, & D. Kaufman. Dept. PedsfHuman Develop., M i . S t a t e Univ., E. L a n s i n g , M I & Red C r o s s Blood C e n t e r , L a n s i n g , M I .
I m p a i r e d n a t u r a l k i l l e r (NK) a c t i v i t y h a s b e e n r e p o r t e d i n p a t i e n t s w i t h autoimmune d i s e a s e s , tumors & a l s o c e r t a i n hemat o l o g i c d i s o r d e r s . P a t i e n t s w i t h h e m o p h i l i a (Hem) a r e a t r i s k f o r development o f AIDS & may a l s o e x h i b i t immune a b n o r m a l i t i e s . We i n v e s t i g a t e d 4 1 p a t i e n t s f o c u s i n g o n NK a c t i v i t y compared w i t h o t h e r immunologic p a r a m e t e r s & c l i n i c a l s t a t u s . P a t i e n t s w e r e d i v i d e d i n t o s u b g r o u p s : Hem A t r e a t e d w i t h l y o p h i l i z e d commerc i a l F a c t o r V I I I c o n c e n t r a t e s (LYOPH-C) o r from v o l u n t a r y d o n o r s (LYOPH-V); Hem A w i t h F a c t o r V I I I i n h i b i t o r s ;
Hem B & u n t r e a t e d p a t i e n t s w i t h Hem A o r Von W i l l e b r a n d ' s .
O v e r a l l , p a t i e n t s had s i g n i f i c a n t l y J-NK c y t o t o x i c i t y (42.4 + 1 5 . 3 % v s 61.7 + 1 5 . 0 % , p<0.01). Although t h e LYOPH-V group had a s l i g h t l y h i g h e r N K a c t i v i t y (49.9 + 1 3 . 9 % ) , t h e r e was n o s i g n i f i c a n t d i f f e r e n c e among p a t i e n t g r o u p s . U n t r e a t e d p a t i e n t s e x h i b i t e d C N K a c t i v i t y ( 3 9 . 1 + 1 3 . 6 % , p<0.01). T h e r e was n o r e l a t i o n s h i p between r educed NK a c t i v i t y & o t h e r immunologic p a r a m e t e r s i n c l u d i n g b l a st o g e n e s i s , MLC, T c e l l m a r k e r s , QIG's, a u t o Ab & c i r c u l a t i n g immune complexes (CIC).
I n p a t i e n t s w i t h + CIC, t h e r e was a h i g h e r r a t e o f $ NK a c t i v i t y compared w i t h t h o s e -f o r CIC (8127 v s 2 / 1 4 ) b u t t h e s e were n o t s t a t i s t i c a l l y d i f f e r e n t . T h e r e was a l s o n o r e l a t i o n s h i p between N K a c t i v i t y & p a t i e n t s ' c l i n i c a l s t a t u s i n c l u d i n RENAL TUBULAR CELL (RTC) ANTIGENS. S t a n l e y C. J o r d a n , Rebecc a S a k a i , Michael A. Tabak, Robert R. E t t e n g e r , A r t h u r H. Cohen, Nancy V i n t o n and Euytham K o n t a x i s . UCLA Medical Cent e r , D i v i s i o n of P e d i a t r i c Nephrology, L.A., C a l i f . R e n a l t u b u l a r d y s f u n c t i o n ( t y p e I-r e n a l t u b u l a r a c i d o s i s (RTA) r e n a l f a i l u r e c o n c e n t r a t i n g d e f e c t s and F a n c o n i Syndrome) h a s been d e s c r i b e d w i t h SS, but t h e mechanism(s) r es p o n s i b l e a r e u n c l e a r .
We d e s c r i b e a p a t i e n t w i t h SS, t y p e 1-RTA, r e n a l f a i l u r e and a c o n c e n t r a t i n g d e f e c t who d e l i v e r e d a n 1860 gm female i n f a n t . S h o r t l y a f t e r b i r t h t h e n e o n a t e exh i b i t e d p o l y u r i a , a c o n c e n t r a t i n g d e f e c t and t y p e I RTA.Using a p a n e l of 5 normal k i d n e y t a r g e t s , i n d i r e c t immunofluores c e n c e ( I F ) and immunoperoxidase ( I P ) a n a l y S i s of serum samp l e s o b t a i n e d from t h e i n f a n t r e v e a l e d IgG a n t i b o d i e s r e a ct i v e w i t h KTC a n t i g e n s and TBM.
S i m i l a r a n t i b o d y r e a c t i v i t y a g a i n s t t h e t a r g e t k i d n e y s was n o t e d i n t h e m o t h e r ' s serum, b u t IgM>IgG.
T e s t s e r a a l s o showed r e a c t i v i t y w i t h normal human s a l i v a r y g l a n d . At a g e 10 weeks t h e i n f a n t is t h r i v i n g , o f f a l l m e d i c a t i o n s , and h a s normal e l e c t r o l y t e v a l u e s .
Rep e a t I F and I P a n a l y s i s of serum i s n e g a t i v e f o r p a t h o g e n i c a n t i b o d i e s . These s t u d i e s s t r o n g l y s u g g e s t t h a t t h e t r a ns i e n t r e n a l t u b u l a r d y s f u n c t i o n was mediated by t r a n s p l a n c e nt a l l y t r a n s f e r r e d IgG r e a c t i v e w i t h n e o n a t a l RTCs. T h i s t h esis is s u p p o r t e d by t h e d i s a p p e a r a n c e of d i s e a s e c o n c i d e n t w i t h d i s a p p e a r n a c e of p a t h o g e n i c m a t e r n a l IgG from t h e i nf a n t s serum.
